Ethanol and psychotropic drug interaction during pregnancy and lactation.
Prolonged maternal ethanol consumption for 8 days during pregnancy or for five days immediately after birth resulted in 30-46 per cent inhibition in the rate of chlorpromazine metabolism by the rat fetal and neonatal livers respectively. A significant increase in hepatic NADH/NAD and UDPG/UDPGA ratios was observed in suckling neonatal and maternal livers from the ethanol-fed group. Acute administration of ethanol with chlorpromazine led to about 60 per cent inhibition of the metabolism of chlorpromazine. This inhibitory effect of ethanol on the metabolism of chlorpromazine was largely abolished by preincubation of liver homogenates with pyrazole (2 mM). Lactate (10 mM) addition to liver homogenates resulted in a significant inhibition of chlorpromazine metabolism. It is suggested that maternal ethanol consumption during preganancy and lactation inhibits the hepatic metabolism of drugs such as chlorpromazine which require glucuronidation for their detoxification. This ethanol-mediated inhibition is largely exerted through the decrease in the NAD-dependent conversion of UDP-glucose (UDPG) to UDP-glucuronic acid, (UDPGA).